Evolving concepts in the pathophysiology of biliary lipid secretion.
Secretion of biliary cholesterol and phosphatidylcholine is a complex process essentially involving lipid supply to the canalicular membrane from either preformed or neosynthetic hepatic sources, and the detergent action of bile salts. Previous research has shown that an altered secretion of biliary lipids and/or bile salts firmly disposes to gallstone formation, and may also be involved in the pathogenesis of cholestasis. Recently, attention has been turned to the molecular and genetic factors underlying biliary lipid secretion, and this approach has provided a significant body of new data among which: 1. The biochemical and genetic characterization of glycoproteins sP-gp and mdr2-Pgp functioning in the canalicular transport of bile salts and phosphatidylcholine, and the evaluation of their role in experimental and human cholestasis; 2. The identification of genetic patterns determining susceptibility to gallstone formation via an increased secretion of biliary lipids. It is likely that an expansion of these research lines and methodology will contribute to a better biochemical characterization of bile lipid secretion with expected benefits upon the diagnosis and treatment of related diseases; 3. A more defined appreciation of the coordinate roles played by the hepatocyte lipid synthesis and canalicular transport in the activation of the biliary lipid secretion pathway.